Huntington's disease (HD) is caused by a progressive loss of striatal medium spiny neurons (MSN). The molecular trigger of HD is a polyglutamine expansion in the Huntingtin protein (Htt). The mutant Htt protein forms insoluble nuclear aggregates which have been proposed to play a key role in causing neuronal cell death in HD. 
Huntington's disease (HD) is caused by a progressive loss of striatal medium spiny neurons (MSN). The molecular trigger of HD is a polyglutamine expansion in the Huntingtin protein (Htt). The mutant Htt protein forms insoluble nuclear aggregates which have been proposed to play a key role in causing neuronal cell death in HD. 
Introduction
Huntington's disease (HD) has onset usually between 35 and 50 years with chorea and psychiatric disturbances and gradual but inexorable intellectual decline to death after 15-20 years (Vonsattel and DiFiglia,1998) . Neuropathological analysis reveals selective and progressive neuronal loss in the striatum (Vonsattel and DiFiglia, 1998), particularly affecting the GABAergic medium spiny striatal neurons (MSN). At the molecular level, the cause of HD is a polyglutamine (polyQ) expansion (exp) in the aminoterminus of huntingtin (Htt), a 350 kDa ubiquitously expressed cytoplasmic protein (The Huntington's Disease Collaborative Research Group, 1993) . The cellular mechanisms that link the Htt exp mutation with the disease are under intense investigation (Tobin and Signer, 2000) . The mutant Htt exp protein forms insoluble nuclear aggregates which have been proposed to play a key role in causing neuronal cell death in HD (Cooper et al.,1998; Ross, 2002) . A number of laboratories are focused on screening for compounds which are able to inhibit the formation of Htt aggregates (Heiser et al., 2002; Apostol et al., 2003; Zhang et al., 2005; Hockly et al., 2006) . A decrease in nuclear inclusion formation has been interpreted as a positive outcome in preclinical therapeutic trials with HD mouse models (Smith et al., 2001; Ferrante et al., 2002; Tanaka et al., 2004) . However, more recent evidence suggested that Htt-formed nuclear inclusions may not be toxic and may even protect MSN neurons from cell death (Kuemmerle et al., 1999; Arrasate et al., 2004) . Several lines of evidence indicate that glutamate-mediated excitotoxicity plays a role in neurodegeneration of HD MSNs (DiFiglia, 1990 
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